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2. This REPORT consists of a total of 
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□ This report is also accompanied by ANNEXES, i.e., sheets of the description, claims and/or drawings which have 
been amended and are the basis for this report and/or sheets containing rectifications made before this Authority (see 



Rule 70.16 and Section 607 of the Administrative Instructions under the PCT). 
These annexes consist of a total of sheets. 
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Certain observations on the international application 
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Vary examination report 



I tional application No. 

PCT/JP99/00648 



I. Basis of the report 



1 . With regard to the elements of the international application:* 
the international application as originally filed 

the description: 

pages 

pages 

pages 



□ 



, as originally filed 



filed with the demand 



, filed with the letter of 



□ 



the claims; 

pages 

pages 

pages 

pages 



, as originally filed 

, as amended (together with any statement under Article 19 

, filed with the demand 



, filed with the letter of 



I I the drawings: 

pages 

pages 

pages 



, as originally filed 



, filed with the demand 



. , filed with the letter of 



I I the sequence listing part of the description: 

pages ' 

pages 

pages 



, as originally filed 

filed with the demand 



filed with the letter of 



2. With regard to the language, all the elements marked above were available or furnished to this Authority in the language in which 
the international application was filed, unless otherwise indicated under this item. 

These elements were available or furnished to this Authority in the following language which is: 

□ 

the language of a translation furnished for the purposes of international search (under Rule 23. 1(b)). 
I I the language of publication of the international application (under Rule 48.3(b)). 

I I the language of the translation furnished for the purposes of international preliminar>' examination (under Rule 55.2 and/ 
or 55.3). 

3. With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the international 
preliminary examination was carried out on the basis of the sequence listing: 

□ 

contained in the international application in written form. I 
filed together with the international application in computer readable form, 
furnished subsequently to this Authorit>' in written form. 



□ 
□ 

furnished subsequently to this Authority in computer readable form. 

□ 
□ 

□ 



The statement that the subsequently furnished written sequence listing does not go beyond the disclosure in the 
international application as filed has been furnished. 

The statement that the information recorded in computer readable form is identical to the written sequence listing has 
been furnished. 

The amendments have resulted in the cancellation of: 

I I the description, pages 

I I the claims, Nos. 

I I the drawings, sheets/fig 



^ j I This report has been established as if (some of) the amendments had not been made, since they have been considered to go 
— beyond the disclosure as filed, as indicated in the Supplemental Box (Rule 70.2(c)).** 

* Replacement sheets which have been furnished to the receiving Office in response to an invitation under Article 14 are referred to 
in this report as "originally filed" and are not annexed to this report since they do not contain amendments (Rule 70,16 
and 70.17). 

** Any replacement sheet containing such amendments must be referred to under item I and annexed to this report. 



Form PCT/IPEA/409 (Box I) (July 1998) 



INTERNATIONAL PRELlUmfARY EXAMINATION REPORT 



I tional application No. 

PCT/JP99/00648 



V. Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 



citations and explanations supporting such statement 

1. Statement 

Novelty (N) Claims 1-6,9-11 YES 

Claims 7^8 NO 

Inventive step (IS) Claims YES 

Claims 1-11 NO 

Industrial applicability (lA) Claims 1-11 YES 

Claims NO 



2. Citations and explanations 

I. Cited documents 

The ISR cites the following documents: 

Document 1: Phytochemistry, 1997, Vol. 42, No. 1, pages 109-1 19 
Document 2: WO, 94-3193, Al 
Document 3: JP, 10-29947, A 
Document 4: JP, 2-306915, A 

Furthermore, the present IPER newly cites the following documents that are not cited in the 
ISR, as prior art documents relevant to this international application. 

Document 5: Lubran M.M., Bacterial Toxins, Annals of Clinical and Laboratory Science, 1988, Vol. 18, 
No. 1, pages 58-71 

Document 6: WO, 96-561, Al 

II. Novelty 

Document 4 describes an antitoxin against bacterial exotoxins such as Vibrio cholerae containing a 
tea polyphenol such as catechin. Since catechin is a proanthocyanidin as also described in document 6, 
the remedies and preventives against vivotoxin form bacterial intestinal infectious disease described in 
claims 7 and 8 do not appear to be novel. 

The ADP ribosylation inhibitor and the remedies and preventives against vivotoxin form bacterial 
intestinal infectious disease containing the same as an active ingredient described in documents 1-6 and 
9-1 1 appear to be novel since they are not described in any of the documents cited in the ISR and the 
documents newly added in the IPER. 

(Documents 2 and 3 describe that crude extracts of, for example, Rheum officiale Bailon and RG 
tannin respectively inhibit the ADP ribosylation activity of cholera toxin, but these components cannot 
be considered to be proanthocyanidins.) 

III. Inventive step 

Document 1 describes that the proanthocyanidin extracted or isolated from a plant used for treating 
diarrhea in Mexico acts to inactivate cholera toxin. Furthermore, document 4 describes that the ADP 
ribosylation by cholera toxin inhibits the absorption of water in the intestines, and that diphtheria toxin 
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Supplemental Box 

(To be used when the space in any of the preceding boxes is not sufficient) 
Continuation of Box V (Citations and explanations): 
also has AD? ribosylation activity. 

Therefore, it is obvious for a person skilled in the art, that the proanthocyanidins capable of 
inactivating cholera toxin inhibit AD? ribosylation, and that the ADP ribosylation inhibitory action can 
be used in the remedies and preventives against vivotoxin form bacterial intestinal infectious diseases. 
So, the ADP ribosylation inhibitor and the remedies and preventives against vivotoxin form bacterial 
intestinal infectious disease containing the same as an active ingredient described in claims 1, 2, 4, 6-8 
and 10 do not appear to involve an inventive step. 

Furthermore, document 5 describes that procyanidin, one of the proanthocyanidins, is a chemical 
substance contained in grapes and apples, and that proanthocyanidins can be extracted with any of 
various organic solvents and, moreover, can be isolated and refined with any of various chromatographic 
techniques, respectively from these plants. So, it is obvious for a person skilled in the art from the 
description of document 5, that a proanthocyanidin extracted with an organic solvent or isolated with any 
of various chromatographic techniques from a plant such as grapes or apples can be used as a vivotoxin 
form bacterial intestinal infectious disease remedy or preventive containing the same as an active 
ingredient based on the ADP ribosylation inhibitory action of the proanthocyanidin. 

So, the ADP ribosylation inhibitor and the vivotoxin form bacterial intestinal infectious disease 
remedy and preventive containing the same as an active ingredient do not appear to involve an inventive 
step. 
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(54) SOFT CAPSULE AGENT _ 
(11) 2-306913 (A) (43) 20.12.1990 (19) JP 

(21) Appl. No. 64-125965 (22) 19.5.1989 
(71) TOKAI KAPUSERU K.K. (72) TATSU YAMADA(l) 
(51) Int. cr. A61K9/48 



PURPOSE: To obtain a soft capsule agent without mutual sticking of capsules 
by moisture absorption or heating, etc.» by blending a silicone resin in a capsule 
film. 

CONSTITUTION: The objective soft capsule agent obtained by blending 0.5-20 
pts.wt. silicone resin in 100 pts.wt. gelatin which is a principal ingredient of 
a film, filling an active ingredient in the prepared film and formulating a phar- 
maceutical according to a conventional method. The silicone resin refers to 
a resin mentioned in a food additive official compendium. Since capsules will 
not mutually stick by moisture, heating, etc., the agent can be stably preserved 
at ambient temperature even at high temperatures and high humidities in the 
summer period, etc. 



(54) AMINO ACID PHARMACEUTICAL FOR CANCER 
(11) 2-306914 (A) (43) 20.12.1990 (19) JP 

(21) Appl. No. 64-127188 (22) 19.5.1989 

(71) OTSUKA PHARMACEUT FACTORY" INC (72) NOBUHIKO KOMI(l) 
(51) Int. CP. A61K31/195//(A61K31/195,A61K31/405,A61K31/415) 



PURPOSE: To obtain an amino acid pharmaceutical for cancer, containing amino 
acid ingredients and excellent in growth inhibition of cancerous cells, improve- 
ment in nutrition and macrobiotic effects. 

CONSTITUTION: The objective substance, containing amino acid ingredients 
shown in the table and obtained by blending amino acids according to the 
composition expressed in terms of free amino acids and suitably mixing a nor- 
mally used pharmaceutical carrier or diluent, additive, etc.,' therewith and formu- 
lating a pharmaceutical according to a conventional method. Although the 
pharmaceutical can be converted into a solution or powdery pharmaceutical 
for perenteric administration, an injection for intravenous administration, such 
as peripheral or central vein, as in amino acid transfusion solution is preferably 
provided. The does thereof is 100-2000m/ per day for an adult. There is no 
fear of inducing toxic action, such as occurrence of intoxication systemsor 
fatty liver, found in a conventional amino acid imbalance pharmaceutical. 
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a: amino acid, b: composition range, c: (wt.%), d: L-arginine, 

e: L-leucine. f: L-tsoIeucine. g: L-valtne. h: L-lysine. 

i: Lrthreonine, j: L-trj'ptophan, k: L-methionine. I: L- 

phenylalanine, m: L-histidine 



(54) ANTITOXIC AGENT FOR BACTERIAL EXOTOXIN 
(11) 2-306915 (A) (43) 20.12.1990 (19) JP 

(21) Appl. No, 64-126119 (22) 19.5.1989 

(71) MITSUI NORIN K.K. (72) TADAKATSU SHIMAMURA(l) 
(51) Int. CP. A61K31/35,A61K35/78//C07D311/62 



PURPOSE: To obtain an antitoxic agent, consisting essentially of a green tea 
polyphenol, useful for preventing and treating intoxication symptoms due to 
bacterial toxins without a fear of side effects. 

CONSTITUTION: The objective substance obtained by containing at least one 
green tea polyphenol selected from epigallocatechin gallate, epicatechin gallate, 
epigallocatechin, epicatechin, {+)-catechin, free type theaflavin, theaflavin 
monogallate A, theaflavin monogallate B and theaflavin digallate as a principal 
ingredient and formulating a pharmaceutical according to a conventional method. 
Although the pharmaceutical can be prepared in the form of powder, tablet, 
solution, etc., the agent is preferably incorporated in a water transfusion solution 
recipe and administered in a dose of 30-500mg. The agent is capable of specifi- 
cally and powerfully acting on extracellular toxins produced by bacteria, such 
as Vibrio choleae, Vibrio parahaemolyticus or staphylococci. 
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Citation of document, with indication, where appropriate, of the relevant passages 



HOR, M.; NEINRICH, M. ; RIMPLER, H.; Proanthocyanidin 
Polymers with Antisecretory Activity and 
Proanthocyanidin Oligomers from Guazuma Ulmifolla 
Bark. Phytochemistry , Vol, 42, No. 1, p. 109-119 
(1997) 

WO, 94/03193, Al ( Tsumura & Co.)/ 

17 February, 1994 (17. 02. 94) (Family: none) 



JP, 10-29947, A (NIPPON KOTAI KENKYUSHO KK), 
3 February, 1998 (03. 02. 98) (Family: none) 

JP, 2-306915, A (MITSUI NORIN CO LTD), 
20 December, 1990 (20. 12. 90) 
& EP, 397914, A 



Relevant to claim No. 



1-8, 10 
1-8, 10, 11 
9 



1-8, 10 
1-8, 10, 11 
9 

1-8, 10, 11 
9 

1-11 



Further documents are listed in the continuation of Box C. 



I I See patent family annex. 



* Special categories of cited documents: 
A" document defining the general state of the art which is not 
considered to be of particular relevance 

earlier document but published on or after the international filing date 
L document which may throw doubts on priority claim(s) or which is 

cited to establish the publication date of another citation or other 

special reason (as specified) 
O" document referring to an oral disclosure, use. exhibition or other 

means 

document published prior to the international filing date but later than 
the priority date claimed 



"X" 



"Y" 



later document published after the international filing date or priority 
dale and not in conflict with the application but cited to understand 
the principle or theory underlying the invention 
document of particular relevance; the claimed invention cannot be 
considered novel or caimot be considered to involve an inventive step 
when the document is taken alone 

document of particular relevance; the claimed invention cannot be 
considered to involve an inventive step when the document is 
combined with one or more other such documents, such combination 
being obvious to a person skilled in the art 
document member of the same patent family 
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